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DETAILED ACTION 

The applicant's response filed 5/02/08 to the Office action has been entered. Claims 9-14 
and 18-20 are pending. 

1 . Claims 9-14 and 19-20 remain rejected under 35 U.S.C. 103(a) as being unpatentable 
over Schwartz (4,886,741, issued December 12, 1989). 

Schwartz et al. disclose using volume exclusion agents to enhance in situ hybridization 
rates between short oligonucleotide probe and their target polynucleotides where the cells 
containing the target polynucleotide are adhered onto a glass substrate (See the Abstract, column 

2, lines 30-35). The volume exclusion agent is at a concentration of 2% to 25% (w/v) of the 
reaction mixture (column 2, lines 48-53). One of the volume exclusion agents is dextran sulfate 
(See column 3, lines 1-3, column 6, lines 31-33, and column 10, lines 25-26). The preferred 
polymer weight is at least 10,000 daltons (See column 3, lines 14-15). The tissues are prepared 
by freezing, perfusion and embedding with paraffin prior to sectioning (See column 3, lines 67- 
68). The probe is labeled with fluorophores (See column 5, lines 24-25). 

Schwartz et al. do not disclose that an automated staining system having evaporation 
inhibitor liquid covering a polynucleotide hybridization buffer-covered target on the slide is 
used. 

However, an automatic or mechanical means to replace a manual activity which 
accomplished the same result is not sufficient to distinguish over the prior art (See MPEP, 
2144.04, III). The statement is cited as follows: 

In re Venner, 262 F.2d 91, 95, 120 USPQ 193, 194 (CCPA 1958) (Appellant argued 
that claims to a permanent mold casting apparatus for molding trunk pistons were 
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allowable over the prior art because the claimed invention combined "old permanent- 
mold structures together with a timer and solenoid which automatically actuates the 
known pressure valve system to release the inner core after a predetermined time has 
elapsed." The court held that broadly providing an automatic or mechanical means to 
replace a manual activity which accomplished the same result is not sufficient to 
distinguish over the prior art.). 

Schwartz does not disclose the exact molecular weight of dextran sulfate. 

It would further have been prima facie obvious to perform routine optimization using 

reagents, as noted in In re Alter, 105 USPQ 233 at 235, 

More particularly, where the general conditions 
of a claim are disclosed in the prior art, it is 
not inventive to discover the optimum or workable 
ranges by routine experimentation. 

Routine optimization is not considered inventive and no evidence has been presented that 
the selection specific molecular weight of dextran sulfate was other than routine, that the 
products resulting from the optimization have any unexpected properties, or that the results 
should be considered unexpected in any way as compared to the closest prior art. 

The response argues that Schwartz does not specifically describe using volume exclusion 
agents such as dextran sulfate and that its preferred polymer weight is at least 10,000 daltons. 
However, Schwartz discloses that the preferred polymer weight is at least 10,000 daltons (see 
column 3, lines 14-15). The preferred polymer includes dextran sulfate (See column 3, lines 1-3). 
Although Schwartz does not disclose the exact molecular weight of dextran sulfate, the 
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suggestion is that its preferred polymer weight is at least 10,000 daltons (see column 3, lines 14- 
15). 

The response also discussed the teachings of Brigatti in US 5,1 16,727 in which many 
volume exclusion polymers such as dextran sulfate cause increasing viscosity and surface tension 
at increasing concentration (See column 1, lines 67 to column 2 lines 1-6). However, Brigatti 
does not disclose that the lower the molecular weight of dextran sulfate, the less viscosity of 
dextran sulfate. 

The response argues that the claimed invention is an improved method of in situ 
hybridization by automatic hybridization in the presence of low molecular weight dextran 
sulfate from about 8000 to about 16,000. However, regarding the use of low molecular weight 
dextran sulfate from about 8000 to about 16,000, the issues discussed in the previous paragraph 
above. Regarding automatic hybridization, as set forth in the rejection above, an automatic or 
mechanical means to replace a manual activity which accomplished the same result is not 
sufficient to distinguish over the prior art (See MPEP, 2144.04, III). 

The response argues that Schwartz et al. do not teach which end of the range is useful for 
ISH and Schwartz et al. disclose the "most preferred" range, which was 400,000 to 600,000 
daltons and varied its concentration. Regarding this issue, it discussed in the previous paragraph 
that although Schwartz does not disclose the exact molecular weight of dextran sulfate, the 
suggestion is that its preferred polymer weight is at least 10,000 daltons (see column 3, lines 14- 
15). 

The response argues that Applicant's discovery of the narrow range of useful molecular 
weight of the claimed ISH method is surprising. If it is unexpected results, it is suggested to 
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provide evidence which compares the different effects of using different molecular weight 
dextran sulfate in ISH. 

Based upon analysis above, the rejection is maintained. 

2. Claim 18 remains rejected under 35 U.S.C. 103(a) as being unpatentable over Schwartz 
(4,886,741, issued December 12, 1989) as applied to claims 9-14 and 19-21 above, and further in 
view of Towne et al. (6,855,552, issued February 15, 2005). 

The teachings of Schwartz are set forth in section 1 above. Schwartz does not disclose 
that the probe composition is arrayed on a solid substrate. 

Towne et al. disclose automated immunohistochemical and in situ hybridization assay 
(See the Abstract and column 4, lines 49-63). The method of Towne et al. comprises automatic 
hybridization, removal and detection steps (see entire document). Towne et al. also disclose that 
biological sample includes tissue arrays (See column 14, lines 8-14). This teaching suggests that 
after hybridization on a target, the probe composition is arrayed on a solid substrate. 

One of ordinary skill in the art would have been motivated to apply the tissue array of 
Towne et al. to the method of Schwartz because it increases the accessibility of various 
molecules to their respective targets and to improve tissue and cell readability of biological 
sample on automated instruments (See column 1, lines 26-32). It would have been prima facie 
obvious to apply the probe composition, which is arrayed on a solid substrate. 

The response agues that Towne et al. do not disclose the element or having the probe 
composition arrayed on a solid substrate, although Towne et al. do disclose a tissue microaray. 
However, as set forth in the rejection, after hybridization on a target, the probe composition is 
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arrayed on a solid substrate. The teachings of Towne et al. read on the limitations recited in the 
claims that said probe composition is arrayed on said solid substrate. 

The response again argues that Towne et al. do not teach of suggest the use of dextran 
sulfate with low molecular weight range of about 8,000 to about 16,000 daltons. As mentioned 
above, Schwartz discloses that the preferred polymer's molecular weight is at least 10,000 
daltons (see column 3, lines 14-15). The preferred polymer includes dextran sulfate (See column 
3, lines 1-3). 

Based upon analysis above, the rejection is maintained. 
3. Claim 18 remains rejected under 35 U.S.C. 103(a) as being unpatentable over Schwartz 
(4,886,741, issued December 12, 1989) as applied to claims 9-14 and 19-21 above, and further 
in view of Richards et al. (6,296,809, issued Oct. 2, 2001). 

Richards et al. disclose apparatus and methods for automatically staining or treating 
multiple tissue sample mounted on glass slides (See column 3, lines 29-30). Richards et al. 
disclose that up to 20 slides are mounted in a circular array to a carousel (See column 3, lines 44- 
45). Each slide receives reagents, e.g. DNA probe (See column 3, lines 48-50, and column 6, 
lines 15-19). Glass slides rest against plate (See column 10, lines 21-23). 

One of ordinary skill in the art would have been motivated to apply a probe composition 
which is arrayed on a solid substrate as taught by Richards et al. because as taught by Richards et 
al. each sample can receive an individualized staining or treatment protocol even when the 
protocol requires different temperature and thus different DNA probes will be running 
simultaneously (See column 3, lines 31-34). It would have been prima facie obvious to apply a 
probe composition arrayed on a solid substrate. 
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The response argues that the combination of Schwartz and Richards et al. does not result 
in the claimed method. The issues discussed herein are the same as the previous arguments. With 
the same reasons as set forth above, the rejection is maintained. 

Summary 

6. No claims are allowable. 

7. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

8. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joyce Tung whose telephone number is (571) 272-0790. The 
examiner can normally be reached on Monday - Friday, 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571 272-0782. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 



Application/Control Number: 10/652,676 Page 8 

Art Unit: 1637 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Kenneth R Horlick/ 

Primary Examiner, Art Unit 1637 

Joyce Tung 
July 22, 2008 



